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.-a FPC CONSULTING
43 Emery Avenue, Flemingtcm,New Jersey08822

Telephone(908)782-3431 Facsimile (908)782-2445

March 22, 1999

Dockets Management Branch
HFD-305, Room 1-23
Food and Drug Administration
12420 Parklawn Drive
Rockville, MD 20857

Dear Sirs:

Enclosed please find a suitability petition herewith submitted to the
Food & Drug Administration at the request of our client, Knoll AG.

—.

Please contact me if you have any questions or comments.

Sincerely yours,

w%
Donald P. Cox, Ph.D.
Partner

qw*ob73 @ ?

D.P. Cox Associates Pharmaconsult MDQA





-.

.—. Knoll AG BASF Pharma

Knoll AG Postfach 21 0805.67008 Ludw,gshafen Germany :

Dockets Management Branch
HFD-305, Room 1-23
Food and Drug Administration
12420 Parklawn Drive
Rockville, MD 20857

18ti March 1999/yh

o
knoll

Dear Sirs:

—
This letter authorizes FPC Consulting, Inc., 43 Emery Avenue, Flemington, NJ
08822 to submit on our behalf a petition requesting the filing of an abbreviated new
drug application for ibuprofen 200mg tablets.

As our Agent, FPC Consulting is also authorized to respond to any comments or
inquiries relating to this petition.

Very truly yours,

--

ppa. Dr. Biesalski (/”” I. V. Dr. Breitenbach

Knollstra13e, 67061 Ludw!gshafen Telefon (0621) 5.99-0 Telefex (0621) 589-2896. Telex 464823 kn d Telegrammed: Knoll Ludwigshafenrhein

Bankan: Demsche Bank AG, Ludwigshafen, Kto, 0136796 (BU 545700 94) P0St9if0 Ludwigshafen, Kto. 151671 (BLZ 5451(XI 67)

~ ~ -%z der Gesellschaft: Ludwigshafen/Rhem Vorsitzender des A!Jsichtsrats: Eggen Voscherau Voratan& Thorfef Spickscfwn, Vore.,
Harald Huhn, Erich Schlick, Peter Tonne, Drk Wuppermann Amtsgericht Ludwigshafen/Rhein. HRB 43(J3
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Knoll AG BASF Pharma 0
IulOll

Dockets Management Branch 17m March 1999/yh
HFD-305, Room 1-23
Food and Drug Administration
12420 Parklawn Drive
Rockville, MD 20857

—-

CITIZEN PETITION

The undersigned submits this petition under section 505 U)(2)(C) of the Federal
Food, Drug and Cosmetic Act and 21 CFR314.55(d) to request the Commissioner of
the Food and Drug Administration to permit the filing of an ANDA for a drug that has. —. the same active ingredient as an approved drug [NDA No. 20402, approved April 20,
!995) but differs in dosage form.

A. ACTION REQUESTED

By this petition, Knoll AG requests that the Commissioner of the Food and Drug
Administration permit the filing of an Abbreviated New Drug Application for ibuprofen
200mg tablets. This drug product differs from the reference product, PROVEL”
Solubilized Ibuprofen Liquicore Capsules, (NDA No. 20402) which are solubi-
lized ibuprofen capsules, 200mg manufactured by R.P. Scherer and licensed to
Sandoz, in that the dosage form is a tablet. The referenced soiubilized ibuprofen
product is currently marketed as ADVIL 200mg Liqui-Gels”, which are manufac-
tured by R.P. Scherer and distributed by Whitehall-Robins Healthcare.

B. STATEMENT OF GROUNDS

Request for listing ibuprofen 200mg tablets in the list of drug products suitable for
submission as an ANDA is based on the following justifications:

.

];
Knollstra8e, 67061 Ludw[gshaferl Telefon (O621 ) 589-0. Telefax (06 z 1) 569.2896. Telex 464823 kn d Telegrammed: Knoll Ludwigshafenfhein

j; g .:
B nken: Deutsche Sank AG, Ludw}gshafen, Kto. 0136796, (BLi! 545700 94) Postgiro Ludwigshafen, Kto. 15 ~ 671 (BU 545 f ~ 671

IZ der Ges@lschaft Ludwigshafen/Rhem Vors!tzender des Aufslchtsra[s: Gerhard R. Wolf Vors&md: Tharlef Sp!ckschen, Vors.,

FJ Erich Schick, Peter Tonne, D[rk Wuppermann Amtsgerlcht Ludwigshafen/Rheln. HRB 1252
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B. 1. Comparison

17th March 1999

with the listed drug:

The proposed ibuprofen 200mg tablets will be identical with the approved drug in all
applicable respects, excepting dosage form. For convenient reference, the principal
features of the listed drug and the proposed product are compared in the table be-
low:

1. Conditions of use

2. Active Ingredient

3. Inactive Ingredients

4. Strength

5. Dosage Form
5. Route of Administration
7. Labeling

8. Storage Conditions

Listed Drug
Ibuprofen 200mg soft

gelatin capsules
Temporarily relieves
minor aches & Dains

ibuDrofen

FD&C G’reen No. 3,
Gelatin, Polyethylene

Glycol, Potassium
Hydroxide, Purified

Water, Sorbitan, Sorbitol,
Titanium Oxide

200mg
Soft Gelatin Capsule

Oral
Active ingredient, Uses,

Warnings, Directions,
Inactive Ingredients,
Storage Conditions

Store at Room
Temperature, but not

Above 40C

Proposed Drug
Ibuprofen 200mg

tablets

Same

Same
Anhydrous Sodium

Carbonate, Povidone,
Isomaltose,

Crospovidone, Colloidal
Silicon Dioxide, Propyl
Gallate, Purified Water,

Film Coating Mixture
White 3

Same
Tablet

Oral
Same as the listed drug,

except dosage form,
Inactive Ingredients and

Storage Conditions
Store at Room

Temperature. But not
Above 60C

A copy of the listing from the Approved Drug Products and Legal Requirements, 19ti
edition, for the discontinued drug product is attached (Append;x l). Also attached are
a copy of the package insert labeling for the referenced drug products (Appendix 11),
and a copy of the proposed product insert labeling (Appendix Ill)

The proposed product would provide flexibility to the customer and a greater range
of storage conditions.

B.2. Supporting bioequivalence study
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A four-way bioequivalence study comparing the test product with three reference
products demonstrates substantial equivalence of all products tested. Graphic data
from a study report are included (Appendix IV).

C. ENVIRONMENTAL IMPACT

Knoll AG believes the requested action is subject to categorical exclusion under
21 CFR25.24(C)(1 ) and does not require preparation of an environmental assess-
ment.

D. ECONOMIC IMPACT

An analysis will be provided if requested by the Commissioner.

E. CERTIFICATION

The undersigned certifies that, to the best knowledge and belief of the undersigned,
this petition includes all information and views on which the petition relies, and that it
includes representative data and information known to the petitioner, which are un-
favorable to the petition.

Respectfully submitted,

—
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discontinued Drug Products (continued)

IBUPROFEN POTASSIUM IMIPRAMINE IIYDROCIILOMDE (cotjfinuc~)

TABLW, ORAL
PRAMIJW!

ALRA IOMCJ N083827 001
25MG NB83827 Ck32
50MG N083827 003

CAPSULE; ORAL
PRwm.

NOVARTIS 200MG N020402 00 I
APR 20, 1995

H30XUR1D1NE PRESAMINE
RHONE POULHNC RORER 25MG NOI 1836003

OINTMW, OPHTHALMIC
STOXIL

SMiTNKLINE! BEECIIAM 0.s% NO15868 all

SOLUTIONJDROPS; OPHTHALMIC
STOXIL

SMITI{KLINE 13EECH,kh4 0.1% NO13934 Col

IFOSFAMIDE
INJECTABLE INJEC3’ION

mix
BRISTOL MYERS SQUIBB IGMNIAL NO19763 (MI

DEC 30, !988
3GMJWAL NO19763 (XI2

DEC 30, 1988

IMIPRAMINE HYDROCHLORIDE
TABL~, ORAL

IMIPRAMINE HCL
CliELSEA LABS iOMG N085875 001

50MG N085ti77 OOi
25MG N085878 001

CiRCA 25MG N084252 M12
I(JMG N085220 001
50MG N08522i 00i

EON 25MG N084869 002
50MG NOB5133 IMi
IOMG N08520000[

Li3DERLE 25MG N086267 00i
50MG N086268 001

iOMG NOl18361XM
50MG NOI1836 @37

INDECAINIDE HYDROCHLORIDE
TABLET, EXTENDED RELEASE; ORAL

sl)ECAi3iD
LiLLY EQ 50MG BASE Noi%93 L13i

DEC 29, i989
EQ 75MG BASE NOi9693 @2

DEC 29, 1989
+ EQ IOOMG BASE N01%93 003

DEC 29, 1989

INDOCYANINE GREEN
INJECTABLE INJECTION

CARi3i0-GREEN
AKORN 10MG/V[AL NOI 1525003

4oMG/viAL Not1525 (XM

INDOMETHACIN
CAPSULE; ORAL

iNOOMIWiiACiN ‘
JJARR 25MG N070067 m i

GCT 03, i986
50MG N07(X368 UJi

(3CT 03, 1986
CilELW3A LABS 25MG N01869000i

JUL 31. 19S4
50MG No1869000210MG

ROSEMONT 25MG
N086269 00i
N08777600 i ‘9J(JL 31, 1984

50MG N071635 WI

MAY i~. i987
25MG N070784 001

AUG 20, i986
50MG N070785 00i

AUG 20, 1986
25MG N070326 (X31

GCT i8. i985
50MG N070327 OOi

~ i8. i985
50MG N070635 OOi

JUN 03, i987
25MG N070782 001

JUN 03, i987

VANGARD 25MG
FF.B iO, 1982
N087619 WI
FZB 09, i982

50MG N08763 i ~1
JAN 04, 1982

iOMG N088036 OOi
NOV 03, J982

25MG N088222 OOi
MAY 26, 1983

50MG N088223 OOi
MAY 26, i983

CIRCA

DURAMED

WEST WARD

HALSEY

JANlMit4E
ABBDIT iOMG NOi7895 00i

25MG NO17895002
50MG N0171395lX)3
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!zRlml t!!%i&iEF#s’oOmg
WARNIM:Mw’f KRmTvE mm-rs. ml not
Gk Mu podnct II ynu km hd a smtcrc allcqk
mmtlontoawirio,1.4.-asfhrrra,d[lng, choci
ar hi~. btw(t$tCYM Hvwtrthk pmdud
Wntalrrs no U.pkill or $@iatas, rrusx-raacnoiu
mv mur h palients zlferpio h wlrfrr.

Indlca!iarm: fo( “k6 tempDrarjI diet OfI)ti
asmciakdM Iwlxhe,toolkhe,muscular
*I, bacm tor the mlnof pain Ofalhritk
~orthepain of rrxmtti wamp~ tor rrirrof aches
and pains M- WI lhc mmmon cold, and
10( KMii of w.

CIiwliorw &lullx “1Me 1 Licfuiwct capzu[e
CYW 4 h) 6 tt~m While ~ptornt pernfi [1 @I

orfwer do no{ [e-qjond to 1 Uqulcorc capsule. 2
tJ~%J& may be us~d. ~ul da not - 6
mfrwks (n ?4 hc!uq ~kjgs ~mfd by J doc.(ol.
Ihe :SMWM efl~tie dose should he USJM T*
W%(IMl or mik if nca.akml and mtld hmflbum,

this pmha ro chi[dren under 12 W@ Um!cr
[headviceandsupervisionofatloctot.

W!w hwrdck E** Pmvel qsuls carrtalnx
Ibuprofen cquivak$fll [0 200 W lbwml~fi IJSP.

Imcttw Ingredients: Gelatin, Grmn No. 3.
PolyedsylerIe GlycoL Putmium Hydrotidq
Puriiied M&f. Sortliw d Dtharllwedlcnts.

WMIUWK 00 not W for pain for mom than
10daysorforfawtormom Uum3@sunltss
direwd by a doctor. It @In or Iexcr peIz”@sor
eyts wine, it new syrnpbms occur or if the
@~ ara is red or swflen. consult a dodor.
Ttwe coufd M sions of serious ihws, F youw
under a docfots cam for any senm Com.ftl-m
consult a doclor betore Wng tlw Product. k
Wh aspirin or acelaminophen, if w hauc any
condionwhich rquims you la lakf urti~ip~i~
drugs or if youhave.hadany problems or serious

ARE UNWML OR SEEM WJRFIATEO TO _FliC
CON13TION fOR WHICH YOU TOOK IWPRDFEN,
CQNStfLT A OOCTOR BEFORE TAKING MY
MURli OF H. AIlhrM@I hwprofti is imficaled
iof fhe same Ixnditjons as OSph-inamj wtamim
oph~ it SttOU~ @ h takefl tilI L!M CZ.@

under a doctor% dlrdw OD not cmbine shii
prcduct with any other ihupruferl cent.ailing
Woduct. PS udth w druff, rf you are prqrwrt or
nlsraino z babv. se6k the edwce of a fwlakh
proi&ionalbfiiarlilisflirithis IKoduct.~~ Is
ESPECIALLY IMPORTMH NOT TO USE
IwPR04TN DURWG THE w 3 MWfHS OF I
PWWAWYUNLESS SPEC!FiVJIY KMfWfltJ)
To ~ !jIJ BY A UOCTI)FI OIXAljSE ~ MAY
CAUSE PRO?3LEMS IN w WORN CttlLO OR
COMPLICATIONS OURING DELIVERY, KctI) M
and aa drugs out Q( the reach d children.
b-l G?s8of amMeJl&d Overuox, S* Ufofe$ffm+l
assktancs or cormt a poIsoIIcnfltml canlcf
irnmfdiatuty.

. Stars at controlled room temP6rz$tUr@t
MIki Or i[ Ihey pcfcfi!, ch}[rkrm: Do nrx @’e IF you EXf+RIENCE & sy~p~~”k{:, VJHl~ IS”-30”C [sg*- g6*~j ‘ 1

1
. .. . . .. .—. .-. —. ... ___ . —.. . -- -—-—- —.....——— ... —-



(Confinued From Front)

SOLUENLIZEOIBUPROFENCAPSULES,200 mg

Warning!i: (continued)
As wilhmry rfrug, ifyouarepregnanl ornursinga baby, seek thedviceofa
health professional before using Ibis product. fT IS ESPECIALLY IMPORTANT
NOT TO USE IBIJPROFENDURING THE LAST3 MONTHS OF PREGNANCY
UNLESS SPECIFICALLY DIRECTEDTO DOSO BYADOCTOR BECAUSE ITMAY
CAUSE PROBLEMS IN THE UNBORN CHILD OR COMPLICATIONS DURING
DELIVERY.
Keep out of Ihe reach of children. [n case of accidental overdose, seek professional
assistance or conlacl a poison conlrol cenler right away.

Directions:
Adulls-
1, Take 1 capsule every 4 to 6 hours while symploms persist,
2. Ifpainor fever does nolrespondlol capsule, 2capsltle snlayb ellsed,

but do not exceed G capsules in 24 hours, unless direcled by a doclor.
3. The smallest efleclive dose should be used.

Children: Do nol give 10 children under 12 unfess dircclerf by a doctor.

Inacfive fngredienls: FD&C Green No. 3, Gelalin, Polyclhylene Glycol,
Polassium Hy(froxide, Purified Waler, Sorbilan, Sorbilot, Titanium Oxide.

Store al room temperature 59-86°F (15-3WC), Avoid excessive heal 104”F (40”C).

[

i If You Have Any Qucslions Or Commenls,

I Please Call 1-800 -88-ADVIL
I

Okl. by: WHITEHALL-RODINSHEALTHCARE I
Madison, NJ 07940 Made in U.S.A.

i
01998 WHITEttALL-ROLrlNS HEALTHCAIW
U.S. PahN Nos. 5,o7I ,643

5,360,615
Byarrangementwilh fl.r? Scherer Corp.
Liqrri-GelsW is a trademark of R P. Scherer Corp.
0169-20/15

CONSUMER LABELING LEAFLET FOR ADVIL LIQU1-GELS”

A Read all product information before using.
Keep leaflet for important information.

A&i~
SQLUBILIZEOIBUPROFENCAPSULES, 200 mg

Active Ingredient Purpose:
(in each green oblong capsule): Pain Reliever/Fever Reducer
Solubilized ibuprofen equal to 200 mg Ibuprofen
(presenl as the free acid and potassium salt)

Uses: Temporarily relieves minor aches and pains associated wilh:
● Common Cold s Backache
● Headache ● Minor Pain of Arthritis
● Toothache ● Menstrual Cramps
● Muscular Aches

Temporarily reduces fever

Warnings:
Allergy Alert: If, after taking a pain reliever or fever reducer, you
have ever had:
● Hives ● Facial Swelling ● Asthma ● Shock

Do not take Advil. You may have a serious reaction.
Alcohol Warning: If you generally consume 3 or more alcohol-
containing drinks a day, you should consult your physician for
advice on when and how you should take Advil Liqui-Gels@
or other pain relievers.
Da Not Use:
● With any other pain reliever/fever reducer
. With anv other r)roduct containing ibuprofen. . .... . ,.
● For more than 3 days for fever
s For more than 10 dhys for pain
Ask a D@ctor Before Use If:
● The painful area is red or swollen
● You take other drugs on a regular basis
s You are under a doctor’s care for any continuing medical

condition
● You have had problems or side effects with any pain reliever/

fever reducer
Stop Using This Product and Ask a Doclor If:
. Symptoms continue or worsen
● Stomach pain occurs with use of this product
● Any new or unexpected symploms occur

(Warnings continued on back)
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iYNSUMER LABELING LEAFLET FOR TRADEMARK@

Read all product information betbre using
Keep leaffet for important information.

TRADEMARK@
SOLLIBILIZECl IBUPROFEN TABLETS, 200 mg

Active Ingredient Purpose
(in each white obiortgtablet): Pain Reliever/FeverReducer
SoiUbilizedibuprofenequal to 200 w ibuprofen
(present a the free acid and sodium salt)

Uses: Temporarilyrelieves mkwr aches and pains associatedwith:
● Common Cold ● Backache
● Headache ● Minor Pain of Arthriiis
● Toothache ● Menstruai Cramps

● Muscuiar Aches
Temporarilyreduces fever

Warnings:
Allergy Alert If, after taking a pain reliever or feverreducer,you have ever
had:
● Hives ● Facial Swelling ● Asthma ● shock

Do not take TRADEMARK@I, You may have a serious reaction.
Alcohol Warning: If you generatiy consume 3 or more aicotwhntainhg
drinks a day, you should consult your physician fcf
advice on when and how you should take TRADEMARK18or other pain
relievers.
Do Not Use
● With any other pain reliever/fever reducer
● With any other pruducf containing ibuprofen
● For more than 3 days for fever
● For more than 10 days for pain

Ask a Dmtor Before Use If
● You are on a sodium-restricted diet
● The painfll area is red or swollen
● You take drugs on a regular basis
● You are under a doctor’s care for any continuing medic-al

condition
● You have had problems or side effects MM any pain relieved

fever reducer
Stop Using This Product and Ask a Doctor it
● Symptoms continue or worsen
● Stomach pain occurs with sue of this product
● Any new or unexpected symptoms occur

(warnings continued on back)

,1,
(Continued from Front) Ir

TRADEMARK@
SOLUBIUZED IBUPROFEN TABLETS, 200 mg

Warnings:(continued)

As with any drug, if you are pregnant or nursing a baby, seek the advice of
a health professional before using WIS product. IT IS ESPECIALLY
IMPORTANT NOT TO USE IBUPROFEN DURING THE LAST 3 MONTHS
OF PREGNANCY UNLESS SPECIFICALLY DIRECTED TO DO SO BY A
DOCTOR BECAUSE IT MAY CAUSE PROBLEMS IN THE UNBORN
CHILD OR COMPLICATIONS DURING DELlVERY.
Keep our of the reach of children, In case of accidental overdose, seek
professionalassistanceor contact a poison control center right away.

Directions

Adults
1, Take 1 tablet every 4 to 6 hours while symptoms persist.
2. If pain or fever does not respond to 1 tablet 2 tablets may be used,

but do not exceed 6 tablets in 24 hours, unless directed by a doctor,
3. The smallest effective dose should be used.
Children: Do not give to chldren under 12 unless directed by a doctor.

Inactiie Ingredients Anhydrous sodium carbonate,
uovidone, isomatt, orowovidone, silicon dioxide,
propylgallate, sodium ~earyl fumarate, purified water.

Store at rmm temperature 59-66”F(15-30”C).

i?if You Have Any QuestionsG Comments
Please Cail 1-800-XXX-XXXX
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Cone.
[mg/L]

%

~ bl: Ibuprofen 200 mg-E-FilmtableCte (Form DCl) (test)
...0 ... b2: Motrin (R) (ibuprofen) Suspension 100 mg/5 mL (reference 1)

–o- b3: Advil (R) Liqui-Gels (R) 200 mg (ibuprofen) capsules (reference 2)

A–-. b4: Dolormin (R) Filmtabletten (reference 3)

Figure 1

Synoptic plot of geometric mean concentrations of ibuprofen [mg/L] vs time [h] (N=24).

Geometric mean not calculated if less than 1/2 of the individual concentrations are >= 0.22.
Leading not calculated geometric means set to O. Concentrations < 0.22 calculated as 0.11.
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+ bl: Ibuprofen 200 mg-E-l?ilmtablette (Form DCl) (test) $8
...0 ... b2: Motrin (R) (ibuprofen) Suspension 100 mg/5 mL (reference 1)

–o– b3: Advil (R) Liqui-Gels (R) 200 mg (ibuprofen) capsules (reference 2)
~$

A—-. b4: Dolormin (R) Filmtabletten (reference 3)
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Figure 2

Synoptic plot of geometric mean concentrations of ibuprofen [mg/L] vs time [h] (O-3 h, N=24). ~:

Geometric mean not calculated if less than 1/2 of the individual concentrations are >= 0.22.
~~

Leading not calculated geometric means set to O. Concentrations < 0.22 calculated as 0.11. G2
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Address 43-EMER% AUF F1 2
Dept/Uoor/Suite/Room

RR, 0?10 Recipie%~’dopy ‘-’

{Call fordakeryschedule. %, back for detalad descwtlom of freight sarvicas.f )

= Packaging

RBl”elQQ?R ❑ ~:Ex •~:$ ❑%’ “’

‘0”’boxwutiwd’ –a .;
Does this shipmant contain dangerous goods?’ ‘ON ❑Yw ~q~&n, •Yea:&f~

Total Packages Total Weight Total Declared Value” Total Charge3 ‘“
4..:. -

$ .00 $ j:
.WMiiMcInQ8“mh!mherthm $lmpw Swment, you pay an add,llonal Mwe See SERVICE ~radtiCa~d Auti.

COmDITIONS DECUREDVALVF, WQLIMI?,OF llAEdLITV sec!lon for further lnformallon
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ment whout obrumng a wnature and wees to ,mdemn,fy
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and hold harmless Federal Express trorn w res.ltln~ Clalms
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